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REPLY UNDER 37 CFR Mil 



Sir: 



This amendment is being filed in reply to the outstanding Office Action, mailed 
September 24> 2001, in connection with the above application. Please enter the following 
amendments: 



In the specification: 

On page 142, please replace the last paragraph with: 



Various fragments of the mouse Shh gene were cloned into the pETl ID vector as fusion 
proteins with a poly(His) leader sequence to facilitate purification. Briefly, fusion genes 
^f* encoding the mature M~Shh protein (corresponding to Cys-25 through Ser-437 of SEQ JD No. 
^ 11) or N-terminal containing fragments, and an N-terminal exogenous leader having the 
Wimm effiiig^ ( SE Q ID No. 47) were cloned in pETl ID 

oi FCsilG 811(1 mXo K colt The poly(His>S7zA fusion proteins were purified using nickel chelate 



chromatography according to the vendor's instructions (Qiagen catalog 30210), and the 
poly(His) leader cleaved from the purified proteins by treatment with thrombin. 



